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INTRODUCTION
Lymphadenoma is a rare benign salivary gland tumor that is classified as sebaceous or nonsebaceous lymphadenoma by the World Health Organization in 2005. [1] Nonsebaceous lymphadenoma consists of epithelial components that lack sebaceous differentiation intermingled with lymphoid tissue, displaying a wide range of histological differences. Here, we present a case of atypical nonsebaceous lymphadenoma of the submandibular gland with diffuse lymphoepithelial differentiation.
CASE REPORT
A 44-year-old woman presented with a 3-month history of an enlarged, movable, and asymptomatic neck mass. She had no medical history of Sjögren disease, autoimmune disease, or infection. On computed tomography, the left submandibular gland was mildly enlarged and showed an ill-margined solid mass, measuring 12 mm � 11 mm in size in the lower portion [ Figure 1a ]. The mass had similar attenuation in precontrast images and slightly less enhancement in postcontrast images [ Figure 1b and c]. The right submandibular gland and neck lymph nodes were unremarkable. Fine needle aspiration cytology (FNAC) of the left submandibular gland mass showed scattered large clusters of epithelial cells, displaying round to oval nuclei that were associated with a fibrillary matrix. The epithelial cells were intermixed with numerous lymphocytes. The lymphocytes were also dispersed in the background [ Figure 2a ]. The epithelial cells had anisocytic vesicular nuclei with prominent nucleoli [ Figure 2b ]. The FNAC was diagnosed as "atypical epithelial cell clusters with scattered lymphocytes, which favors malignancy." She underwent left total submandibulectomy. Grossly, the specimen harbored an 11 mm � 11 mm solid, well-marginated, tan colored mass. Histologically, the mass was well-circumscribed with smooth pushing margins [ Figure 3a ]. The tumor exhibited loose irregular anastomosing epithelial nests with the lymphoid cells without a tubular or cystic structure [ Figure 3b ]. The epithelial components were difficult to appreciate due to obscuring from dense lymphoplasma cells, forming an extensive lymphoepithelial lesion [ Figure 3c ]. The epithelial cells had round, vesicular nuclei with distinct, small nucleoli accompanied by scattered large pleomorphic epithelial cells [ Figure 3d ]. Mitosis was identified in 1-2/10 high power fields. 
DISCUSSION
Nonsebaceous lymphadenoma is defined as a tumor consisting of variable shaped nonsebaceous epithelia in a background of lymphocytes. [1] The epithelial component frequently has cystically dilated ducts surrounded by basement membrane-like materials. The lymphoid component commonly forms lymphoid follicles. A lack of familiarity with nonsebaceous lymphadenoma and a wide spectrum of epithelial differentiation make confusion with other benign and malignant tumor entities. In the present case of nonsebaceous lymphadenoma, there is diffuse lymphoepithelial differentiation and cytologic atypia.
The lymphoid component of nonsebaceous lymphadenoma had made some authors to suggest that the pathogenic development of the tumor originated from intra-or peri-salivary lymph nodes. [2] However, many authors considered the lymphoid component as tumor-associated reactive lymphoid tissue. [3] [4] [5] In the present case, the architectural arrangement of the hilus, nodal capsule, and follicular structure of lymph node was not identified. Dense reactive lymphoid cells diffusely infiltrated and surrounded epithelial nests and formed lymphoepithlial lesion. The lymphoepithelial lesions could be observed in lymphoepithelial sialadenitis, extranodal marginal zone B-cell lymphoma (EMZBCL), and IgG4-related diseases such as a Kuttner tumor. Lymphoepithelial sialadenitis could be ruled out by well-circumscribed borders and proliferative epithelial components. A mixed population of B-and T-cell and no elevation of the IgG4/IgG ratio in the background plasma cells could extinguish EMZBCL and IgG4-related diseases from this case. Lymphoepithelial differentiation of nonsebaceous lymphadenoma was not a common but was described by Kang et al. [6] They described nonsebaceous lymphadenoma with undifferentiated anastomosing trabeculae as "nonsebaceous lymphoepithelioma." Weiler et al. [2] regarded the histologic findings of lymphoepithelial differentiation in nonsebaceous lymphadenoma as part of a wide spectrum of epithelial metaplasia such as ductal or basaloid differentiation.
The most significant differential diagnosis, in this case, was lymphoepithelial carcinoma. Lymphoepithelial carcinoma is an undifferentiated tumor that exhibits aggressive behavior and frequent involvement of neck lymph nodes. [1] The features of distinguishing between lymphadenoma and lymphoepithelial carcinoma were known as lack of atypia, the absence of mitotic activity, and the presence of ductal formation. The present case had a significant nuclear atypia, presence of a few mitoses, and no ductal differentiation. However, invasive growth, necrosis, and EBV infection were not identified. Lymphoepithelial carcinoma usually grew in an infiltrative pattern and has frequent necrosis, mitoses, and a near 100% association with EBV-infection. [7] Considering the pathologic and clinical features, the present case was diagnosed as nonsebaceous lymphadenoma.
The cytologic atypia in the present case gave diagnostic difficulty. Lymphoepithelial carcinoma arising from lymphadenoma or borderline malignancy arising in lymphadenoma had not been reported. Seethala et al. described a case of basal cell adenocarcinoma developed from nonsebaceous lymphadenoma. [5] They diagnosed malignant transformation, based on cytologic atypia, mitosis, and increased cellularity in the area of malignant transition even in the absence of invasive growth. Possible immune reactions such as EBV and other viral infections had not been found in nonsebaceous lymphadenoma and this case. [5] The implication of cytologic atypia in nonsebaceous lymphadenoma was not validated and needed to be carefully observed.
Herein, we report a rare feature of nonsebaceous lymphadenoma that is characterized by atypical epithelial cells with lymphoepithelial differentiation. Understanding of the wide spectrum of nonsebaceous lymphadenoma is important for preventing misdiagnosis. Further careful follow-up is warranted to elucidate the behavior of atypical nonsebaceous lymphadenoma of the salivary gland.
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